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v compound of the formula: 
R 2 




Aryl ! L m 

O O J> 



Wherein the dashed bond represents a single or double bond; 
Aryl signifies a fused phenyPor monocyclic heteroaromatic ring; 

R 1 is H, OH, OCioalkyl, Ci- 3 alkyl, Ci. 3 alkyl substituted optionally with OH, or OCi. 3 alkyl; 
R 2 is H, halogen, Ci. 3 alkyl, CONR 5 R 6 , S(=0) m Ci. 3 alkyl, S(=0) 2 NR 5 R 6 ,d. 3 alkyl substituted 

optionally with OH, or OCi. 3 alkyl; 
R 3 , R 4 are independently H, Cu 3 alkyl, Ci- 3 alkyl substituted optionally with OH or OCi_ 3 alkyl; 
R 5 , R 6 are independently H, Ci- 3 alkyl\C2- 3 alkyl substituted optionally with OH, OCi- 3 alkyl, or 
R 5 and R 6 can be joined together with saturated carbon atoms to form a 5 or 6 
membered ring and said carboir\atoms can be either unsubstituted or substituted 
optionally with Ci- 3 alkyl, C2- 3 allqfl substituted optionally with OH or OCi. 3 alkyl; 
R 7 , R 8 are together with the nitrogen atom ta which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piWidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci. 3 alkyl, Ci. 3 alkyl substituted 
optionally with OH, OCi. 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi. 3 alkyl, or Ci. 3 alkyl, or substituted on nitrogen 
with C^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OCi. 3 alkyl, or Ci- 3 alkyl; 
n is 2 to 4; 
m is 0, 1 or 2 

and any pharmaceutical^ acceptable salts and solvates. 
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A compound of the formula: 



R 




^XCRV) — N x 



Wherein the dashed Wond represents a single or double bond; 

Aryl signifies a fused phenyl or monocyclic heteroaromatic ring; 

R 1 is H, Ci. 5 alkyl, C 3 .sak:enyl, an aromatic ring such as phenyl, thienyl, pyridyl, and 
imidazoyl whicJi is either unsubstituted or substituted optionally with OH, 
OC,. 3 alkyl, S(4)) m Ci. 3 alkyl, halogen, CF 3 , or S(=0) 2 NR 5 R 6 ; or C 2 . 5 alkyl 
substituted optionally with OH, OCi. 3 alkyl, S(=0) m Ci- 3 alkyl or an aromatic ring 
such as phenyl, thienyl, pyridyl, and imidazoyl which is either unsubstituted or 
substituted optionally with OH, OCi- 3 alkyl, S(=0) m Ci. 3 alkyl, halogen, CF 3 , S(=0) 2 
NR 5 R 6 ; or C 3 . 5 alkenyi substituted optionally with OH, OCi- 3 alkyl, or S(=0) m Ci- 
3 alkyl; \ 

R 2 is H, halogen, Ci_ 3 alkyl, S(K))lCi. 3 alkyl, S(=0>2 NR 5 R 6 , or d. 3 alkyl substituted 
optionally with OH, or OC]. 3 alkyl; 

R 3 & R 4 are independently H, Ci. 3 alkvl> or Ci. 3 alkyl substituted optionally with OH or 
OCi. 3 alkyl; \ 

R 5 , R 6 are independently H, Ci. 3 alkyl, Gb. 3 alkyl substituted optionally with OH, OCi. 3 alkyl, 
or R 5 and R 6 can be joined together with saturated carbon atoms to form a 5 or 6 
membered ring and said carbon atoms can be either unsubstituted or substituted 
optionally with Ci_ 3 alkyl, C2- 3 alky\ substituted optionally with OH or OCi. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 



heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, pipeVidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci- 3 alkyl, Ci. 3 alkyl substituted 
optionally with OH, OCi- 3 alkyl, phenyl which can be unsubstituted or substituted 
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optiomiiW with halogen, CF 3? OC|_ 3 alkyl, or Ci_ 3 alkyl, or substituted on nitrogen 
with Ci^alkmcy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF3, OQi- 3 alkyl, or Ci- 3 alkyl; 

n is 2 to 4; 

m is 0, 1 or 2 

and any pharmaceutical^ acceptable^alts and solvates. 



3. A compound of the formula: 



R 10 R 8 

^ /( cr3R4)-h; 7 



o x o 

R 3 & R 4 are independently H, Ci. 3 alkyl, or Cw 3 alkyl substituted optionally with OH or 
Od- 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from C galley 1, Ci. 3 alkyl substituted 
optionally with OH, OCi. 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi_ 3 alkyl, or Ci. 3 alkyl, or substituted on nitrogen 
with Ci^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , Od. 3 alkyl, or Ci. 3 alkyl; 

R 9 is phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or substituted 
with Ci-4 alkyl, halogen, OCi^alkyl; 

R 10 is C^alkyl, or R 10 can be joined to R 9 to form a fused bicyciic ring system such as 
indoline; 

n is 2 to 4 

and any pharmaceutical^ acceptable salts and solvates. 
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4. A Compound of the formula: 




R 3 & R 4 are independently H, Ci. 3 alkyl, or Ci_ 3 alkyl substituted optionally with OH or 
OCi. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci_ 3 alkyl, d. 3 alkyl substituted 
optionally with OH, OCi. 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi- 3 alkyl, or Ci. 3 alkyl, or substituted on nitrogen 
with d-4alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OCi. 3 alkyl, or Cu 3 alkyl; 

R 11 is Ci. 3 alkyl, phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or 
substituted with Cj-4 alkyl, halogen, OCi^alkyl; 

R 12 is Ci^alkyl or a fused bicyclic heteroaromatic ring such as thieno[3,2-e]-l,2-thiazine, or 



1,2-benzothiazine, or R can be joined to R 1 to form a fused bicyclic ring system 
such as 2,3-dihydro-benzo[c]isoxazole; 



n is 2 to 4 



and any pharmaceutically acceptable salts and solvates. 
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5. A method for lowering IOP which comprises administering to a person in need 
thereof, a composition comprising an effective amount of a compound of the formula: 




^C^CRV) 
O O 



Wherein the dashed bond represents a single or double bond; 
Aryl signifies a fused phenyl or monocyclic heteroaromatic ring; 

R ! is H, OH, OC|. 3 alkyl, d- 3 alkyl, G,_ 3 alkyl substituted optionally with OH, or OCi. 3 alkyl; 
R 2 is H, halogen, Ci- 3 alkyl, CONR 5 r\ S^OVd-aalkyl, S(=0)2 NR 5 R 6 ,C,- 3 alkyl substituted 

optionally with OH, or OCi- 3 alkyl; 
R 3 , R 4 are independently H, Ci. 3 alkyl, cV 3 alkyl substituted optionally with OH or OCi- 3 alkyl; 
are independently H, Ci. 3 alkyl, C2Aalkyl substituted optionally with OH, OCi- 3 alkyl, or 
R 5 and R 6 can be joined together with saturated carbon atoms to form a 5 or 6 
membered ring and said carbon atoms can be either unsubstituted or substituted 
optionally with Ci- 3 alkyl, C 2 -3alkyl substituted optionally with OH or OCi- 3 alkyl; 
R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, pipeiidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci. 3 alkyl, Ci. 3 alkyl substituted 
optionally with OH, OCi. 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi. 3 alkyl, oACu 3 alkyl, or substituted on nitrogen 
with Ci-4alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3s OCi_ 3 alkyl, or Cj. 3 alkyl; 
n is 2 to 4; 
m is 0, 1 or 2 

and any pharmaceutical^ acceptable salts and solvates. 
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6. A method for lowering IOP which comprises administering to a person in need 
thereof, a composition comprising an effective amount of a compound of the formula: 




CRV >n-»V 



Wherein the dashed bond represents a single or double bond; 

Aryl signifies a fused phenylW monocyclic heteroaromatic ring; 

R 1 is H, Ci-salkyl, C 3 -5alkenyl\an aromatic ring such as phenyl, thienyl, pyridyl, and 
imidazoyl which is either unsubstituted or substituted optionally with OH, 
OCi. 3 alkyl, S(<)) m C 1 .Wyl, halogen, CF 3 , or S(=0>2 NR 5 R 6 ; or C 2 . 5 alkyl 
substituted optionally wift OH, OCi. 3 alkyl, S(=0) m Ci. 3 alkyl or an aromatic ring 
such as phenyl, thienyl, pyridyl, and imidazoyl which is either unsubstituted or 
substituted optionally with OH, OCi_ 3 alkyl, S(=0) m Ci. 3 alkyl, halogen, CF 3 , S(=0) 2 
NR 5 R 6 ; or C 3 _ 5 alkenyl substituted optionally with OH, OCi- 3 alkyI, or S(=0) m Ci- 
3 alkyl; 

R 2 is H, halogen, Ci. 3 alkyl, S(=0) m Cj. 3 all^l, S(=0) 2 NR 5 R 6 , or C,. 3 alkyl substituted 

optionally with OH, or OCi- 3 a 
R 3 & R 4 are independently H, Cu 3 alkyl, or C\. 3 alkyl substituted optionally with OH or 

OCi. 3 alkyl; 

R 5 , R 6 are independently H, C]. 3 alkyl, C 2 . 3 alkyl\substituted optionally with OH, OCi- 3 alkyl, 
or R 5 and R 6 can be joined together with saturated carbon atoms to form a 5 or 6 
membered ring and said carbon atoms can be either unsubstituted or substituted 
optionally with Ci- 3 alkyi, C2- 3 alkyl substituted optionally with OH or OCi_ 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted o\ substituted on carbon with one or 
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more^bstituents optionally selected from Ci_ 3 alkyl, C|. 3 alkyl substituted 
optionally with OH, OCi- 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally Vth halogen, CF 3 , OCi. 3 alkyl, or Ci. 3 alkyl, or substituted on nitrogen 
with Ci-4alkoxv or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OO^alkyl, or Ci. 3 alkyl; 

n is 2 to 4; 

m is 0, 1 or 2 

and any pharmaceutical^ acceptably salts and solvates. 



7. A method for lowering IOP which comprises administering to a person in need 
thereof, a composition comprising an effective amount of a compound of the formula: 

R 10 R 8 

R 9 ^ R 7 
O' \ 

R 3 & R 4 are independently H, Ci. 3 alkyl, or Ci. 3 alkyl substituted optionally with OH or 
OCi. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci. 3 alkyl, Ci- 3 alkyl substituted 
optionally with OH, OCi. 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi. 3 alkyl, or d. 3 alkyl, or substituted on nitrogen 
with Ci^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OCi_ 3 alkyl, or Ci. 3 alkyl; 

R 9 is phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or substituted 
with Cm alkyl, halogen, OCi^alkyl; 

R 10 is Ci^alkyl, or R 10 can be joined to R 9 to form a fused bicyclic ring system such as 
indoline; 

n is 2 to 4 
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and any pharmaceutical ly acceptable salts and solvates. 

8. A method for lowering IOP which comprises administering to a person in need 
thereof, a composition comprising an effective amount of a compound of the formula: 



R 3 & R 4 are independently H, Chalky!, or Ci. 3 alkyl substituted optionally with OH or 
Od- 3 alkyl; 

are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 



or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Chalky!, Ci. 3 alkyl substituted 
optionally with OH, OCi- 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi- 3 alkyl, or Ci- 3 alkyl, or substituted on nitrogen 
with Ci^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OCi. 3 alkyl, or Ci. 3 alkyl; 



R is C|. 3 alkyl, phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or 

substituted with Cj.4 alkyl, halogen, OCi^alkyl; 
R 12 is Ci^alkyl or a fused bicyclic heteroaromatic ring such as thieno[3,2-e]-l,2-thiazine, or 



1,2-benzothiazine, or R 12 can be joined to R 11 to form a fused bicyclic ring system 
such as 2,3-dihydro-benzo[c]isoxazole; 




12 



(CR3R*)— N 




from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 



n is 2 to 4 



and any pharmaceutically acceptable salts and solvates. 
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9. A methodYor improving blood flow to the optic nerve head and the retina which 
comprises administeringYo a person in need thereof, a composition comprising an effective 
amount of a compound of the formula: 



(crV) — n 
o o l? 



IS 



20 



25 



Wherein the dashed bond represents a single or double bond; 
Aiyl signifies a fused phenyl or monocyclic heteroaromatic ring; 

R 1 is H, OH, OCi. 3 alkyl, C K . 3 alkyl, Ci. 3 alRyl substituted optionally with OH, or OCi. 3 alkyl; 
R 2 is H, halogen, d. 3 alkyl, CONR 5 R 6 , S(^p) m C,. 3 alkyl, S(=0)2 NR 5 R 6 , Chalky 1 substituted 

optionally with OH, or OCi. 3 alkyl;\ 
R 3 , R 4 are independently H, Ci- 3 alkyl, Ci- 3 all^vl substituted optionally with OH or OCi_ 3 alkyl; 
R 5 , R 6 are independently H, Ci. 3 alkyl, C 2 - 3 aikW substituted optionally with OH, OC^alkyl, or 
R 5 and R 6 can be joined together withsaturated carbon atoms to form a 5 or 6 
membered ring and said carbon atoms dan be either unsubstituted or substituted 
optionally with Ci- 3 alkyl, C 2 - 3 alkyl substituted optionally with OH or OCi. 3 alkyl; 
are together with the nitrogen atom to whicnythey are attached incorporated into a 
heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidirie, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from CiWkyl, Ci_ 3 alkyl substituted 
optionally with OH, OCi- 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi- 3 alkyl, or Ci.jalkyl, or substituted on nitrogen 
with C^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OCw 3 alkyl, or Ci. 3 alkyl; 
n is 2 to 4; 
m is 0, 1 or 2 

and any pharmaceutical^ acceptable salts and solvates. 
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1 0. A method for improving blood flow to the optic nerve head and the retina which 
comprises jadministering to a person in need thereof, a composition comprising an effective 
amount of a compound of the formula: 



CR^ 4 ) 




n "\ 



Wherein the dashed bond represents a single or double bond; 

Aryl signifies a fused phenyl or monocyclic heteroaromatic ring; 

R 1 is H, Ci. 5 alkyl, C 3 -salkenyl, \n aromatic ring such as phenyl, thienyl, pyridyl, and 
imidazoyl which is either unsubstituted or substituted optionally with OH, 
OCi. 3 alkyl, S(=0) m Ci. 3 alkyl halogen, CF 3 , or S(=0) 2 NR 5 R 6 ; or C 2 . 5 alkyl 
substituted optionally wittkOH, OCi. 3 alkyl, S(=0) m C I . 3 alkyl or an aromatic ring 
such as phenyl, thienyl, pyridyl, and imidazoyl which is either unsubstituted or 
substituted optionally with OH, OCi- 3 alkyl, S(=0) m Ci. 3 aikyl, halogen, CF 3 , S(=0) 2 
NR 5 R 6 ; or C 3 . 5 alkenyl substituted optionally with OH, OCi. 3 alkyl, or S(=0) m Ci_ 
salkyl; 

R 2 is H, halogen, C N3 alkyl, S(=0) m C,. 3 alkyl,^(=0) 2 NR 5 R 6 , or Ci- 3 alkyl substituted 

optionally with OH, or OC]. 3 alkyl; 
R 3 & R 4 are independently H, Ci. 3 alkyl, or Cj. 3 a^cyl substituted optionally with OH or 

OCi- 3 alkyl; 

R 5 , R 6 are independently H, C|. 3 alkyl, C 2 . 3 alkyl substituted optionally with OH, OCi, 3 alkyI, 
or R 5 and R 6 can be joined together with sakurated carbon atoms to form a 5 or 6 
membered ring and said carbon atoms can be\either unsubstituted or substituted 
optionally with Cf. 3 alkyl 9 C 2 . 3 alkyl substituted Optionally with OH or OCi_ 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
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onthiomorpholine which can be unsubstituted or substituted on carbon with one or 
moressubstituents optionally selected from C|_ 3 alkyl, Ci-3alkyl substituted 
U$ optionally with OH, OCi. 3 alkyl, phenyl which can be unsubstituted or substituted 

f\ i optionally\kh halogen, CF 3 , OCi- 3 alkyl, or Q^alkyl, or substituted on nitrogen 

5 with Ci^alkox5\or phenyl which can be unsubstituted or substituted optionally with 

halogen, CF 3 , OC^sfdkyl, or Ci- 3 alkyl; 
n is 2 to 4; 
m is 0, 1 or 2 

and any pharmaceutical^ acceptable s^lts and solvates. 



11. A method for improving blood flow to the optic nerve head and the retina which 
comprises administering to a person in need thereof, a composition comprising an effective 
amount of a compound of the formula: 



R 



R 10 R 8 

^ /< CR3 R 4 )-N, 7 



//NX 



is 

R 3 & R 4 are independently H, Ci- 3 alkyl, or Ci_ 3 alkyl substituted optionally with OH or 
OC|. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 

20 from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 

or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci. 3 alkyl, Cj- 3 alkyl substituted 
optionally with OH, OCi. 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi- 3 alkyl, or Ci. 3 alkyl, or substituted on nitrogen 

25 with d^alkoxy or phenyl which can be unsubstituted or substituted optionally with 

halogen, CF 3 , OCi_ 3 alkyl, or Ci_ 3 alkyl; 
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R 9 is phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or substituted 
with C|-4 alkyl, halogen, OCi^alkyl; 



indoline; 

n is 2 to 4 

and any pharmaceutically acceptable salts and solvates. 

12. A method for improving blood flow to the optic nerve head and the retina which 
comprises administering to a person in need thereof, a composition comprising an effective 
amount of a compound of the formula: 



R 3 & R 4 are independently H, Ci- 3 alkyl, or Cj. 3 alkyl substituted optionally with OH or 
OCi- 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 



heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci_ 3 alkyl, Ci. 3 alkyl substituted 
optionally with OH, OCi- 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi. 3 alkyl, or Ci- 3 alkyl, or substituted on nitrogen 
with Ci^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OCi. 3 alkyl, or Ci- 3 alkyl; 



R u is Ci. 3 alkyl, phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or 

substituted with Cm alkyl, halogen, OC^alkyl; 
R ,2 isC|.4alkyl or a fused bicyclic heteroaromatic ring such as thieno[3,2-e]-l,2-thiazine, or 

1,2-benzothiazine, or R 12 can be joined to R 11 to form a fused bicyclic ring system 

such as 2,3-dihydro-benzo[c]isoxazole; 



R 10 is C|-4alkyl, or R 10 can be joined to R 9 to form a fused bicyclic ring system such as 




12 




(CR3R4)— N 
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n is 2 to 4 

and any pharmaceutically acceptable salts and solvates. 



13. A method for treating retinal diseases which comprises administering to a person 
in need thereof, a composition comprising an effective amount of a compound of the formula; 




(crV) n — N 

O O \i 



Wherein the dashed bond represents a single or double bond; 
Aiyl signifies a fused phenyl or monocyclic heteroaromatic ring; 

R 1 is H, OH, OC|. 3 alkyl, Ci- 3 alkyuV:i-3alkyl substituted optionally with OH, or OCi. 3 alkyl; 
R 2 is H, halogen, Ci. 3 alkyl, CONR 5 R 6 , S^O^C^alkyl, S(=0>2 NR 5 R 6 ,C,. 3 alkyl substituted 

optionally with OH, or OCi-Wkyl; 
R 3 , R 4 are independently H, C|. 3 alkyl, Gu_ 3 alkyl substituted optionally with OH or OCi. 3 alkyl; 
R 5 , R 6 are independently H, Ci_ 3 alkyl, Ciualkyl substituted optionally with OH, OCi. 3 alkyl, or 
R 5 and R 6 can be joined togetherWith saturated carbon atoms to form a 5 or 6 
membered ring and said carbon atoms can be either unsubstituted or substituted 
optionally with Ci- 3 alkyl, C2- 3 alkyl substituted optionally with OH or OCi- 3 alkyl; 
R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci- 3 alkyl, Ci. 3 alkyl substituted 
optionally with OH, OCi_ 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi. 3 alkyl, onCi. 3 alkyl, or substituted on nitrogen 
with Ci^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OC|. 3 alkyl, or Ci- 3 alkyl; 
n is 2 to 4; 
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m is\0, 1 or 2 

and ai^y pharmaceutical ly acceptable salts and solvates. 

Y4. A method for treating retinal diseases which comprises administering to a person 
in need thereof, a composition comprising an effective amount of a compound of the formula: 



A3 



C3 
*3 
£n 
H. 
-P 
=P 
£3 
W 

s 

£3 
LU 
M 
£3 
£3 



10 



is 



20 



25 




CR^ 4 ) n -TM N 



Wherein the dashed bond represents a single or double bond; 

Aryl signifies a fused phenyl or monocyclic heteroaromatic ring; 

R l is H, Ci-salkyl, C 3 -5alkenyIi an aromatic ring such as phenyl, thienyl, pyridyl, and 
imidazoyl which is either unsubstituted or substituted optionally with OH, 
OCi. 3 alkyl, S(-0) m Ci\lkyl, halogen, CF 3 , or S(=0) 2 NR 5 R 6 ; or C 2 . 5 alkyl 
substituted optionally with OH, OOi- 3 alkyl, S(=0) m Ci-3alkyl or an aromatic ring 
such as phenyl, thienyl, pyiddyi, and imidazoyl which is either unsubstituted or 
substituted optionally with QH, OCi- 3 alkyl, S(=0) m Ci. 3 alkyl, halogen, CF 3 , S(=0) 2 
NR 5 R 6 ; or C 3 . 5 alkenyl substituted optionally with OH, OC|. 3 alkyl, or S(=0) m Ci- 
3 alkyl; 

R 2 is H, halogen, Ci. 3 alkyl, S(K)) m Ci. 3 alkyL S(=0) 2 NR 5 R 6 , or Ci. 3 alkyl substituted 

optionally with OH, or OCi- 3 alkyl;\ 
R 3 & R 4 are independently H, Ci- 3 alkyl, or Ci.j^ilkyl substituted optionally with OH or 

OCi. 3 alkyl; 

R 5 , R 6 are independently H, d- 3 alkyl, C 2 . 3 alkyl substituted optionally with OH, OCi. 3 alkyl, 
or R 5 and R 6 can be joined together with saturated carbon atoms to form a 5 or 6 
membered ring and said carbon atoms cance either unsubstituted or substituted 
optionally with Ci. 3 alkyl, C 2 . 3 alkyl substituted optionally with OH or OCi. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which theyWe attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
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from Isfv O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomotoholine which can be unsubstituted or substituted on carbon with one or 
more substiraents optionally selected from Ci galley 1, Ci. 3 alkyl substituted 
optionally with\)H, OCi- 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with haRsigen, CF 3 , OCi. 3 alkyl, or Ci. 3 alkyl, or substituted on nitrogen 
with d^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OCi_ 3 alkyl^r Ci_ 3 alkyl; 
n is 2 to 4; 
m is 0, 1 or 2 

and any pharmaceutical^ acceptable salts add solvates. 



15. A method for treating retinal diseases which comprises administering to a person 
in need thereof, a composition comprising an effective amount of a compound of the formula: 



R 10 R 8 



i ^ /( eR3R4)-i{ 



r 9 ^ ;s. 
o x o 



R 3 & R 4 are independently H, Ci- 3 alkyl, or Ci. 3 alkyl substituted optionally with OH or 
OCi. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci^alkyl, Ci_ 3 alkyl substituted 
optionally with OH, OCi- 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi_ 3 alkyl, or C|. 3 alkyl, or substituted on nitrogen 
with Ci^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OCi. 3 alkyl, or Ci- 3 alkyl; 

R 9 is phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or substituted 
with Ci-4 alkyl, halogen, OCi^alkyl; 
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R 10 is Ci^alkyl, or R !0 can be joined to R 9 to form a fused bicyclic ring system such as 

\ indoline; 
n is 2 to 4\ 

and any pharmaceutical^ acceptable salts and solvates. 

16. A method for treating retinal diseases which comprises administering to a person 
in need thereof, a composition comprising an effective amount of a compound of the formula: 

O O 

I 

(CR3R4)— N 

R 7 

R 3 & R 4 are independently H, Ci. 3 alkyl, or Ci-3alkyl substituted optionally with OH or 
OCi. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci_ 3 alkyl, Ci. 3 alkyl substituted 
optionally with OH, OCi. 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi_ 3 alkyl, or d. 3 alkyl, or substituted on nitrogen 
with Ci^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OCi_ 3 alkyl, or C|. 3 alkyl; 

R u is Ci- 3 alkyl, phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or 
substituted with C1-4 alkyl, halogen, OCi^alkyl; 

R 12 is Ci^alkyl or a fused bicyclic heteroaromatic ring such as thieno[3,2-e]-l,2-thiazine, or 
1,2-benzothiazine, or R 12 can be joined to R 1 1 to form a fused bicyclic ring system 
such as 2,3-dihydro-benzo[c]isoxazole; 

n is 2 to 4 

and any pharmaceutically acceptable salts and solvates. 
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1 7. A composition for lowering IOP comprising a pharmaceutically effective amount 
of a compound of the formula: 




>^ ^(CRV) n — N f 

o o V 



Wherein the dashed bond represents a single or double bond; 
Aryl signifies a fused phenyl or monocyclic heteroaromatic ring; 

R 1 is H, OH, OC|. 3 alkyl, C^alkylXi^alkyl substituted optionally with OH, or OCi- 3 alkyl; 
R 2 is H, halogen, Ci- 3 alkyl, CONR 5 R 6 , SCK^nA-aalkyl, S(0)2 NR 5 R 6 . C,_ 3 alkyl substituted 

optionally with OH, or OCA 3 alkyl; 
R 3 , R 4 are independently H, Ci^alkylAc^alkyl substituted optionally with OH or OCi. 3 alkyl; 
R 5 , R 6 are independently H, Ci. 3 alkyl, C 2 . 3 alkyl substituted optionally with OH, OCi- 3 alkyl, or 
R 5 and R 6 can be joined together with saturated carbon atoms to form a 5 or 6 
membered ring and said carbon atoms can be either unsubstituted or substituted 
optionally with Ci_ 3 alkyl, C 2 - 3 alkyl substituted optionally with OH or OCi. 3 alkyl; 
R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms Which may include a second heteroatom selected 
from N, O, S, such as pyixolidineApiperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci. 3 aikyl, Ci. 3 alkyl substituted 
optionally with OH, OCi. 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi. 3 alkyl, or Ci- 3 alkyl, or substituted on nitrogen 
with CMalkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OCi- 3 alkyl, or Ci. 3 alkyl; 
n is 2 to 4; 
m is 0, 1 or 2 

and any pharmaceutically acceptable salts and solvates. 
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18A A composition for lowering IOP comprising a pharmaceutically effective amount 
of a compound of the formula: 



Wherein the dashed bond represents a single or double bond; 

Aryl signifies a fused phenyhor monocyclic heteroaromatic ring; 

R 1 is H, Ci-salkyl, C 3 -5alkenyl\an aromatic ring such as phenyl, thienyl, pyridyl, and 
imidazoyl which is either unsubstituted or substituted optionally with OH, 
OCi. 3 alkyl, S(=0) m Ci.Wyl, halogen, CF 3 , or S(=0) 2 NR 5 R 6 ; or C^salkyl 
substituted optionally with OH, OCi- 3 alkyl, S(=0) m Cu 3 alkyl or an aromatic ring 
such as phenyl, thienyl, pvridyl, and imidazoyl which is either unsubstituted or 
substituted optionally with yH, OCi- 3 alkyl, S(=0)mCi-3alkyl, halogen, CF 3 , S(=0) 2 
NR 5 R 6 ; or C 3 . 5 alkenyl substituted optionally with OH, OCi. 3 alkyl, or S(=0) m Ci. 
aalkyl; \ 

R 2 is H, halogen, Ci. 3 alkyl, S(=0) m Ci. 3 alWl, S(=0>2 NR 5 R 6 , or Cj. 3 alkyl substituted 
optionally with OH, or OCi- 3 alkvl; 

R 3 & R 4 are independently H, Ci. 3 alkyl, or Oj. 3 alkyl substituted optionally with OH or 

OCi. 3 alkyl; \ 
R 5 , R 6 are independently H, Ci. 3 alkyl, C2- 3 alkyl substituted optionally with OH, OCi- 3 alkyl, 



R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 



heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidinei A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstitutemor substituted on carbon with one or 




8 



O o 



or R 5 and R 6 can be joined together with saturated carbon atoms to form a 5 or 6 
membered ring and said carbon atoms can be either unsubstituted or substituted 
optionally with Ci- 3 alkyl, C2- 3 alkyl substituted optionally with OH or OCi_ 3 alkyl; 
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more substituents optionally selected from C|. 3 alkyl, Chalky I substituted 
optionallwwith OH, OCi. 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally wdth halogen, CF3, OCu 3 alkyl, or Ci. 3 alkyl, or substituted on nitrogen 
with d-4alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OSJi- 3 alkyl, or Ci. 3 alkyl; 

n is 2 to 4; 

m is 0, 1 or 2 

and any pharmaceutical^ acceptable salts and solvates. 



19. A composition for lowering IOP comprising a pharmaceutical^ effective amount 
of a compound of the formula: 



8 



R 10 / 

isj /(CR3R4)— 

R 9 " X 
0 N o 

R 3 & R 4 are independently H, Ci. 3 alkyl, or Ci. 3 alkyl substituted optionally with OH or 
OC|. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci. 3 alkyl, Ci_ 3 alkyl substituted 
optionally with OH, OCi- 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF3, OCi. 3 alkyl, or Ci- 3 alkyl, or substituted on nitrogen 
with Ci^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OCi- 3 alkyl, or Ci. 3 alkyl; 

R 9 is phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or substituted 
with Ci_4alkyl, halogen, OCi^alkyl; 

R 10 is Ci^alkyl, or R 10 can be joined to R 9 to form a fused bicyclic ring system such as 
indoline; 
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n is 2 to 4 

and any pharmaceutically acceptable salts and solvates. 

20. A composition for lowering IOP comprising a pharmaceutically effective amount 
of a compound of the formula: 

O O 
N 

I 

(CR3R4)— N 

R 7 



R 3 & R 4 are independently H, Ci. 3 alkyl, or Ci-3alkyl substituted optionally with OH or 
OCioalkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci-3alkyl, Ci^alkyl substituted 
optionally with OH, OCi^alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi. 3 alkyl, or Ci-3alkyl, or substituted on nitrogen 
with Ci^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF3, OCi-3alkyl, or Ci-3alkyl; 

R n is Ci- 3 alkyl, phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or 
substituted with C1-4 alkyl, halogen, OCi^alkyl; 

R 12 is Ci^alkyl or a fused bicyclic heteroaromatic ring such as thieno[3,2-e]-l,2-thiazine, or 
1,2-benzothiazine, or R 12 can be joined to R 11 to form a fused bicyclic ring system 
such as 2,3-dihydro-benzo[c]isoxazole; 

n is 2 to 4 

and any pharmaceutically acceptable salts and solvates. 



21. A composition for improving blood flow to the optic nerve head and the retina 
comprising a pharmaceutically effective amount of a compound of the formula: 
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Wherein the dashea bond represents a single or double bond; 
Aryl signifies a fusea phenyl or monocyclic heteroaromatic ring; 

R 1 is H, OH, OCioalKvl, Ci- 3 alkyl, Ci- 3 alkyl substituted optionally with OH, or OCi. 3 alkyl; 

R 2 is H, halogen, C 10 aIkyU CONR 5 R 6 , S(=0) m Ci- 3 alkyl, S(=0) 2 NR 5 R 6 1 Ci_ 3 alkyl substituted 
optionally withyH, or OCi. 3 alkyl; 

R 3 , R 4 are independently HL Ci. 3 alkyl, Ci- 3 alkyl substituted optionally with OH or OCi_ 3 alkyl; 

R 5 , R 6 are independently H,\Ci- 3 alkyl, C 2 - 3 alkyl substituted optionally with. OH, OCi. 3 alkyl, or 
R 5 and R 6 can be joined together with saturated carbon atoms to form a 5 or 6 
membered ring and said carbon atoms can be either unsubstituted or substituted 
optionally with Chalky!, C 2 . 3 alkyl substituted optionally with OH or OCj. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to S\atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can\be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci- 3 alkyl, Ci- 3 alkyl substituted 
optionally with OH, OCi_ 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCualkyl, or Ci- 3 alkyl, or substituted on nitrogen 
with C^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OCi. 3 alkyl, or Ci. 3 alkyl; 

n is 2 to 4; \ 

m is 0, 1 or 2 \ 

and any pharmaceutically acceptable salts and solvates. 

22. A composition for improving blood flow to the optic nerve head and the retina 
comprising a pharmaceutically effective amount of a compound of the formula: 



-45- 



WO 99/59499 




PCT7US99/10179 




crV> — n' 



Wherein the dashed bond represents a single or double bond; 

Aryl signifies a fused phebyl or monocyclic heteroaromatic ring; 

R 1 is H, Ci-salkyl, Oj-salkenvl, an aromatic ring such as phenyl, thienyl, pyridyl, and 
imidazoyl which is\either unsubstituted or substituted optionally with OH, 
OCi. 3 alkyl, S(=0) m Gi- 3 aikyl, halogen, CF 3 , or S(=0>2 NR 5 R 6 ; or C 2 . 5 alkyl 
substituted optionallyWith OH, OCi. 3 alkyl, S(=0) m Ci- 3 alkyl or an aromatic ring 
such as phenyl, thienyO\pyridyl, and imidazoyl which is either unsubstituted or 
substituted optionally with OH, OCi. 3 alkyl, S(==0) m C,. 3 alkyl, halogen, CF 3 , S(=0) 2 
NR 5 R 6 ; or C 3 . 5 alkenyl substituted optionally with OH, OCi. 3 alkyl, or S(=0) m Ci. 
3 alkyl; \ 

R 2 is H, halogen, C,. 3 alkyl, S(^) m C N3 Wyl, S(=Oh NR 5 R 6 ,or Ci. 3 alkyl substituted 
optionally with OH, or OCj. 3 aJkyl; 

R 3 & R 4 are independently H, Ci. 3 alkyl, ottCi. 3 alkyl substituted optionally with OH or 
OC]. 3 alkyl; \ 

R 5 , R 6 are independently H, Ci_ 3 alkyl, C 2 - 3 alkyl substituted optionally with OH, OCi- 3 alkyl, 
or R 5 and R 6 can be joined together with saturated carbon atoms to form a 5 or 6 
membered ring and said carbon atoms can be either unsubstituted or substituted 
optionally with Ci- 3 alkyl 3 C 2 - 3 alkyl substituted optionally with OH or OCj. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidifie, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from cV 3 alkyl, Ci. 3 alkyl substituted 
optionally with OH, OCi- 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi. 3 alkyl, or C Aalkyl, or substituted on nitrogen 
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with C|-4alk(ky or phenyl which can be unsubstituted or substituted optionally with 

halogen, CF3, OCi^alkyl, or Ci_ 3 alkyl; 
n is 2 to 4; \ 
m is 0, 1 or 2 \ 

and any pharmaceutically acceptable salts and solvates. 



23. A composition for improving blood flow to the optic nerve head and the retina 
comprising a pharmaceutically effective amount of a compound of the formula: 




PCT/US99/I0179 



R 10 R 8 



o x o 



R 3 & R 4 are independently H, Ci^alkyl, or Chalky! substituted optionally with OH or 
OC|. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci-3alkyl, Cioalkyl substituted 
optionally with OH, OCioalkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi^alkyl, or Ci-3alkyl, or substituted on nitrogen 
with C^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF3, OCi-3alkyl, or Cjoalkyl; 

R 9 is phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or substituted 
with C 1-4 alky 1, halogen, OCi^alkyl; 

R 10 is Cj^alkyl, or R 10 can be joined to R 9 to form a fused bicyclic ring system such as 
indoline; 

n is 2 to 4 

and any pharmaceutically acceptable salts and solvates. 
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24. A composition for improving blood flow to the optic nerve head and the retina 
comprising a pharmaceutically effective amount of a Compound of the formula: 

O. O 

N 

I 

(CR3R4)— N 

V 

R 3 & R 4 are independently H, C|-3alkyl, or Ci. 3 alkyl substituted optionally with OH or 
OCi. 3 alkyl; 

are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Cioalkyl, Ci- 3 alkyl substituted 
optionally with OH, OCi^alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi^alkyl, or Ci. 3 alkyl, or substituted on nitrogen 
with C^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF3, OCi-3alkyl, or Ci^alkyl; 

R n is Ci^alkyl, phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or 
substituted with C1-4 alkyl, halogen, OCi^alkyl; 

R 12 is Ci^alkyl or a fused bicyclic heteroaromatic ring such as thieno[3,2-e]-l,2-thiazine, or 
1,2-benzothiazine, or R 12 can be joined to R 11 to form a fused bicyclic ring system 
such as 2,3-dihydro-benzo[c]isoxazole; 

n is 2 to 4 

and any pharmaceutically acceptable salts and solvates. 



25. A composition for Veating retinal diseases comprising a pharmaceutically 
effective amount of a compound ofuie formula: 



-48- 



WO 99/59499 




PCT/US99/10179 



Wherein the dashed Bond represents a single or double bond; 
Aryl signifies a fused phenyl or monocyclic heteroaromatic ring; 

R 1 is H, OH, OCi. 3 alkyl,\:i-3alkyl, Ci- 3 alkyl substituted optionally with OH, or OC^alkyl; 

R 2 is H, halogen, Ci. 3 alkyl)cONR 5 R 6 , S(=0) m C,. 3 alkyl, S(=Oh NR 5 R\C|. 3 alkyl substituted 
optionally with OH,\or OCi- 3 alkyl; 

R 3 , R 4 are independently H, Q-Wkyl, Ci- 3 alkyl substituted optionally with OH or OCi. 3 alkyl; 

R 5 , R 6 are independently H, Ci- 3 alkyl, C 2 . 3 alkyl substituted optionally with OH, OCi. 3 alkyl, or 
R 5 and R 6 can be joined together with saturated carbon atoms to form a 5 or 6 
membered ring and said carbon atoms can be either unsubstituted or substituted 
optionally with Ci_ 3 alkyl, C 2 - 3 Wkyl substituted optionally with OH or OC|. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atonk to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms Which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci. 3 alkyl, Ci. 3 alkyl substituted 
optionally with OH, OCi- 3 alkyl, phenyl Which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi. 3 alkyl, Or Ci. 3 alkyl, or substituted on nitrogen 
with Ci^alkoxy or phenyl which can be unstostituted or substituted optionally with 
halogen, CF 3 , OCi- 3 alkyl, or Ci- 3 alkyl; \ 

n is 2 to 4; \ 

m is 0, 1 or 2 \ 

and any pharmaceutically acceptable salts and solvates. \ 

26. A composition for treating retinal diseases comprising a pharmaceutically 
effective amount of a compound of the formula: \ 
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CRV) 




\ „ 



Wherein the dashed boncPrepresents a single or double bond; 

Aryl signifies a fused phenyl or monocyclic heteroaromatic ring; 

R 1 is H, Cj-salkyl, C 3 -5alkenyk an aromatic ring such as phenyl, thienyl, pyridyl, and 
imidazoyl which is either unsubstituted or substituted optionally with OH, 
OCi. 3 alkyl, S(=0) m C,.klkyl, halogen, CF 3 , or S(=0>2 NR 5 R 6 ; or C 2 . 5 alkyl 
substituted optionally with OH, OC|. 3 alkyl, S(=0) m Ci- 3 alkyl or an aromatic ring 
such as phenyl, thienyl, pyridyl, and imidazoyl which is either unsubstituted or 
substituted optionally with OH, OCi- 3 alkyl, S(=0) m Ci- 3 alkyl, halogen, CF 3 , S(=0) 2 
NR 5 R 6 ; or C 3 . 5 alkenyl substituted optionally with OH, OCi_ 3 alkyl, or S(=0) m Ci. 

3alkyl; \ 

R 2 is H, halogen, Ci- 3 alkyl, S(=0) m Ci 0 alkyL S(=0) 2 NR 5 R 6 , or d. 3 alkyl substituted 
optionally with OH, or OCi. 3 alkyl\ 

R 3 & R 4 are independently H, Ci. 3 alkyl, or Ci-Wkyl substituted optionally with OH or 
OCi. 3 alkyl; \ 

R 5 , R 6 are independently H, Ci. 3 alkyl, C 2 - 3 alkyl Substituted optionally with OH, OCi_ 3 alkyl, 
or R 5 and R 6 can be joined together withvsaturated carbon atoms to form a 5 or 6 
membered ring and said carbon atoms can be either unsubstituted or substituted 
optionally with Ci_ 3 alkyl, C 2 . 3 alkyl substituted optionally with OH or OCi. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A?-piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted oAsubstituted on carbon with one or 
more substituents optionally selected from Ci. 3 allW Ci_ 3 alkyl substituted 
optionally with OH, OCi. 3 alkyl, phenyl which can oe unsubstituted or substituted 
optionally with halogen, CF 3 , OCi- 3 alkyl, or Ci- 3 alkyl, or substituted on nitrogen 
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with Ci^alkoxy or phenyl which can be unsubstituted or substituted optionally with 

halogen, CF^OCi. 3 alkyl, or C|. 3 alkyl; 
n is 2 to 4; 
m is 0, 1 or 2 

and any pharmaceutically acceptable salts and solvates. 



27. A composition for treating retinal diseases comprising a pharmaceutically 
effective amount of a compound of the formula: 

r 10 R 8 



l!k /< CR3R4 >n~K 7 



R 9 ^ X 
o N o 



R 3 & R 4 are independently H, Ci-3alkyl, or Ci_ 3 alkyl substituted optionally with OH or 
OC|. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci^alkyl, Cioalkyl substituted 
optionally with OH, OCi. 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF3, OCi. 3 alkyl, or Ci. 3 alkyl, or substituted on nitrogen 
with CMalkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OCi-3alkyl, or Ci. 3 alkyl; 

R 9 is phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or substituted 
with Ci^alkyl, halogen, OCi^alkyl; 

R 10 is Ci^alkyl, or R 10 can be joined to R 9 to form a fused bicyclic ring system such as 
indoline; 

n is 2 to 4 

and any pharmaceutically acceptable salts and solvates. 
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28. A composition for treating retinal diseases comprising a pharmaceutical ly 
effective amount of a compound of the formula: 

N 

I R 

(CR3R4)— N 

V 

R 3 & R 4 are independently H, Ci- 3 alkyl, or Cioalkyl substituted optionally with OH or 
OC,. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci_ 3 alkyl, Ci. 3 alkyl substituted 
optionally with OH, OCi- 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi- 3 alkyl, or Ci_ 3 alkyl, or substituted on nitrogen 
with Ci-4alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OCi. 3 alkyi, or Ci. 3 aikyl; 

R 11 is Ci- 3 alkyl, phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or 
substituted with Cm alkyl, halogen, OCi^alkyl; 

R 12 is Ci-4alkyl or a fused bicyclic heteroaromatic ring such as thieno[3,2-e]-l,2-thiazine, or 
1,2-benzothiazine, or R 12 can be joined to R 1 1 to form a fused bicyclic ring system 
such as 2,3-dihydro-benzo[c]isoxazole; 

n is 2 to 4 

and any pharmaceutically acceptable salts and solvates. 

29. A method for improving blood flow to the optic nerve head or the retina which 
comprises administering to a person in need thereof, a composition comprising a 
pharmaceutically effective amount of a compound with 5HT7 receptor affinity. 
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30. A composition for improving blood flow to the optic nerve head or the retina 
comprising a pharmaceutically effective amount of a compound with 5HT 7 receptor affinity. 

31. A method for providing neuroprotection to the optic nerve head or the retina 
which comprises administering to a person in need thereof, a composition comprising a 
pharmaceutically effective amount of a compound with 5HT7 receptor affinity. 

32. A composition for providing neuroprotection to the optic nerve head or the retina 
comprising a pharmaceutically effective amount of a compound with 5HT7 receptor affinity. 

33. A method for treating retinal diseases which comprises administering to a person 
in need thereof, a composition comprising a pharmaceutically effective amount of a 
compound with 5HT7 receptor affinity. 

34. The methodoT^laiinVwherein the retinal disease is selected from the group 
consisting of glaucoma, age reTated^m^^lar degeneration, optic neuritis, ischemic disorders, 
and retinal edema. 

35. A composition for treating retinal diseases comprising a pharmaceutically 
effective amount of a compound with 5HT7 receptor affinity. 



36. The composition of ClainKiS wherein the retinal diseases are selected from the 
group consisting of glaucoma, age related macular degeneration, optic neuritis, ischemic 
disorders, diabetic retinopathy, and retinal edema. 

37. A method for lowering IOP which comprises administering to a person in need 
thereof, a composition comprising a pharmaceutically effective amount of a compound with 
5HT 7 receptor affinity. 

38. A composition for lowering IOP comprising a pharmaceutically effective amount 
of a compound with 5HT 7 receptor affinity. 
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39. A Jnethod for treating persons suffering from a sleeping disorder, depression, 
schizophrenia, anxiety, circadian rhythm disorders, and centrally and peripherally mediated 
hypertension, whichNcomprises, administering a composition comprising a pharmaceutical^ 
effective amount of a compound of the formula: 




Aryl 'L m J* 8 

O O \7 



Wherein the dashed bond represents a single or double bond; 
Aryl signifies a fused phenyl or monocyclic heteroaromatic ring; 

R 1 is H, OH, OC 1 . 3 alkyl, Ci. 3 alkyl, Q Alkyi substituted optionally with OH, or OCi- 3 alkyl; 
R 2 is H, halogen, Ci_ 3 alkyl, CONR 5 R 6 , Sf^^C^alkyl, S(=0>2 NR 5 R 6 , C,. 3 alkyl substituted 

optionally with OH, or OCi- 3 alkyl; 
R 3 , R 4 are independently H, Ci- 3 alkyl, Ci- 3 alkyl substituted optionally with OH or OCi- 3 alkyl; 
R 5 , R 6 are independently H, Ci. 3 alkyl, C 2 oalkyl substituted optionally with OH, OCi- 3 alkyl, or 
R 5 and R 6 can be joined together witii saturated carbon atoms to form a 5 or 6 
membered ring and said carbon atoms can be either unsubstituted or substituted 
optionally with Ci_ 3 alkyl, C 2 . 3 aikyl substituted optionally with OH or OCi. 3 alkyl; 
R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms whichWay include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperiaine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected fromvCi^alkyl, Ci. 3 alkyl substituted 
optionally with OH, OCi. 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi. 3 alkyl, or TCi_ 3 alkyl, or substituted on nitrogen 
with Ci^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OCi- 3 alkyl, or Cu 3 alkyl; 
n is 2 to 4; 
m is 0, 1 or 2 
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and any pharmaceutically acceptable salts and solvates. 

40. A method for treating persons suffering from a sleeping disorder, depression, 
schizophrenia, anxiety, obsessive compulsive disorder, circadian rhythem disorders, and 
centrally and peripherally mediated hypertension which comprises, administering a 
composition comprising a pharmaceutically effective amount of a compound of the formula: 




O O 



Wherein the dashed bond represents a single or double bond; 

Aryl signifies a fused phenyl or monocyclic heteroaromatic ring; 

R l is H, Ci-salkyl, C 3 -salkenyl, amaromatic ring such as phenyl, thienyl, pyridyl, and 
imidazoyl which is either unsubstituted or substituted optionally with OH, 
OCi. 3 alkyl, SCK^mC^alW halogen, CF 3 , or S(=0) 2 NR 5 R 6 ; or C 2 . 5 alkyl 
substituted optionally withyH, OCi- 3 alkyl, S(=0) m Ci- 3 alkyl or an aromatic ring 
such as phenyl, thienyl, pyridyl, and imidazoyl which is either unsubstituted or 
substituted optionally with OR OCi- 3 alkyl, S(=0) m C|. 3 alkyl, halogen, CF 3 , S(=0) 2 
NR 5 R 6 ; or C 3 . 5 alkenyl substituted optionally with OH, OCi. 3 alkyl, or S(=0) m Ci- 
3 alkyl; \ 

R 2 is H, halogen, Ci. 3 alkyl, S(K)) m Ci- 3 alkyl, $(=0^ NR 5 R 6 , or Ci_ 3 alkyl substituted 
optionally with OH, or OCi. 3 alkyl; \ 

R 3 &R 4 are independently H, Ci- 3 alkyl, or Ci- 3 alVyl substituted optionally with OH or 

OCi. 3 alkyl; \ 
R 5 , R 6 are independently H, C|. 3 alkyl, C 2 . 3 alkyl substituted optionally with OH, OCi. 3 alkyl, 
or R 5 and R 6 can be joined together with saturated carbon atoms to form a 5 or 6 
membered ring and said carbon atoms can be either unsubstituted or substituted 
optionally with Ci. 3 alkyl, C 2 . 3 alkyl substituted optionally with OH or OCi. 3 alkyl; 
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R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N,\), S 5 such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomoipholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci. 3 alkyl, Ci. 3 alkyl substituted 
optionally withSOH, OCi. 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with hWgen, CF 3 , OCi. 3 aikyl, or Ci- 3 alkyl, or substituted on nitrogen 
with Ci^alkoxy or Phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OCi. 3 allcyl, or Ci. 3 alkyl; 

n is 2 to 4; 

m is 0, 1 or 2 

and any pharmaceutical^ acceptable ^alts and solvates. 



41. A method for treating persons suffering from a sleeping disorder, depression, 
schizophrenia, anxiety, obsessive compulsive disorders, circadian rhythm disorders, and 
centrally and peripherally mediated hypertension which comprises, administering a 
composition comprising a pharmaceutically effective amount of a compound of the formula: 




R 3 & R 4 are independently H, Ci_ 3 alkyl, or Cu 3 alkyl substituted optionally with OH or 
OCj. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci_ 3 alkyl, Ci. 3 alkyl substituted 
optionally with OH, OC|. 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OC]. 3 alkyl, or Ci- 3 alkyl, or substituted on nitrogen 
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with Ci^alkoxy or phenyl which can be unsubstituted or substituted optionally with 

halogen, CF 3 , OCi- 3 alkyl, or Cj. 3 alkyl; 
R 9 is phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or substituted 

with Ci^alkyl, halogen, OCi^alkyl; 
R 10 is Ci-4alkyl, or R 10 can be joined to R 9 to form a fused bicyclic ring system such as 

indoline; 

n is 2 to 4 

and any pharmaceutical^ acceptable salts and solvates. 

42. A method for treating persons suffering from a sleeping disorder, depression, 
schizophrenia, anxiety, obsessive compulsive disorder, circadian rhythm disorders, and 
centrally and peripherally mediated hypertension which comprises, administering a 
composition comprising a pharmaceutically effective amount of a compound of the formula: 

0 O 
N 

1 r 

(CR3R4)— N 

R 7 

R 3 & R 4 are independently H, Ci. 3 alkyl, or Ci. 3 alkyl substituted optionally with OH or 
OCi. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from C|. 3 alkyl, Ci. 3 alkyl substituted 
optionally with OH, OCi- 3 alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF 3 , OCi. 3 alkyl, or Ci. 3 alkyl, or substituted on nitrogen 
with Cj^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OCi- 3 alkyl, or C U3 alkyl; 
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R M is Ci^alkyl, phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or 

substituted with Cj^alkyl, halogen, OC^alkyl; 
R 12 isC M alkyl or a fused bicyclic heteroaromatic ring such as thieno[3,2-e]-l,2-thiazine, or 

1,2-benzothiazine, or R 12 can be joined to R n to form a fused bicyclic ring system 

such as 2,3-dihydro-benzo[c]isoxazole; 

n is 2 to 4 

and any pharmaceutically acceptable salts and solvates. 



43. A composition comprising a pharmaceutically effective amount of a compound 
of the formula: 




"(CR^ 4 ) — N x 



Wherein the dashed bond represents a single or double bond; 
Aryl signifies a fused phenyl or monocyclic heteroaromatic ring; 

R 1 is H, OH, OCi- 3 alkyl, Ci. 3 alkyl, Ci. 3 alky\substituted optionally with OH, or OCi- 3 alkyl; 
R 2 is H, halogen, C|. 3 alkyl, CONR 5 R 6 , S^O^doalkyl, S(=0) 2 NR 5 R 6 , d. 3 alkyl substituted 

optionally with OH, or OCi_ 3 alkyl; 
R 3 , R 4 are independently H, Ci_ 3 alkyl, Ci. 3 alkyl substituted optionally with OH or OCi- 3 alkyl; 
R 5 , R 6 are independently H, Ci. 3 alkyl, C 2 - 3 alkyl substituted optionally with OH, OC l . 3 alkyl, or 
R 5 and R 6 can be joined together with saturated carbon atoms to form a 5 or 6 
membered ring and said carbon atoms can bk either unsubstituted or substituted 
optionally with Ci_ 3 alkyl, C 2 . 3 alkyl substituted optionally with OH or OCi_ 3 alkyl; 
R 7 , R 8 are together with the nitrogen atom to which they We attached incorporated into a 

heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -ftiperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci. 3 alkyl,\Ci- 3 alkyl substituted 
optionally with OH, OCi_ 3 alkyl, phenyl which can be unsubstituted or substituted 
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optionally with halogen, CF 3 , OC|. 3 alkyl, or C)_ 3 alkyl, or substituted on nitrogen 
witliCi^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
haloge\ CF 3 , OCi- 3 alkyl, or C|. 3 aikyl; 



n is 2 to 4; \ 
m is 0, 1 or 2 \ 

and any pharmaceutically acceptable salts and solvates in a pharmaceutically acceptable 
carrier. \ 

44. A composition comprising a pharmaceutically effective amount of a compound 
of the formula: \ 



Wherein the dashed bond represents a single or double bond; 

Aryl signifies a fused phenyl or monocyclicyheteroaromatic ring; 

R 1 is H, Ci-salkyl, C 3 . 5 alkenyl, an aromatic rihg such as phenyl, thienyl, pyridyl, and 
imidazoyl which is either unsubstituW or substituted optionally with OH, 
OCi. 3 alkyl, S(=0) m Ci. 3 alkyl, halogen)\CF 3 , or S(=0) 2 NR 5 R 6 ; or C 2 . 5 alkyl 
substituted optionally with OH, OCi- 3 aUcyl, S(=0) m C|. 3 alkyl or an aromatic ring 
such as phenyl, thienyl, pyridyl, and imidazoyl which is either unsubstituted or 
substituted optionally with OH, OCi 0 alkyl\s(=0) m Ci. 3 alkyl, halogen, CF 3 , S(=0) 2 
NR 5 R 6 ; or C 3 . 5 alkenyl substituted optionallyWith OH, OC|. 3 alkyl, or S(=0) m Ci. 
3 alkyl; \ 

R 2 is H, halogen, Ci. 3 alkyl, S(=0) m C,. 3 alkyl, S(=0) 2 NRV,or C,. 3 alkyl substituted 
optionally with OH, or OCi- 3 alkyl; \ 

R 3 & R 4 are independently H, Ci- 3 alkyl, or Ci. 3 alkyl substituted optionally with OH or 
OC,. 3 alkyl; \ 

R 5 , R 6 are independently H, Ci. 3 alkyl, C 2 . 3 alkyi substituted optionally with OH, OCi_ 3 alkyl, 
or R 5 and R 6 can be joined together with saturated carbon atoms to form a 5 or 6 



R 




^CRV) n --N x 



R 7 
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membeted ring and said carbon atoms can be either unsubstituted or substituted 
optionally\ith Ci^alkyl, C2-3alkyl substituted optionally with OH or OC|. 3 alkyl; 
R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 

heterocyclic ring of^5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as\pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine whicft^can be unsubstituted or substituted on carbon with one or 
0 more substituents optionally selected from Ci^alkyl, d^alkyl substituted 

optionally with OH, OCi^aU^l, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF3, Otioalkyl, or Ci^alkyl, or substituted on nitrogen 
with Ci^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF3, OCi. 3 alkyl, or Cioalkyl; 
n is 2 to 4; 
m is 0, 1 or 2 

and any pharmaceutical^ acceptable salts and solvat^ in a pharmaceutical^ acceptable 
carrier. 



45. A composition comprising a pharmaceutical^ effective amount of a compound 
of the formula: 

r 10 R 8 



l!k /( CR3R4 )"-K 7 



r 9 ^ ;s v 

o x o 

R 3 & R 4 are independently H, Ci^alkyl, or Ci-3alkyl substituted optionally with OH or 
OCi- 3 alkyl; 

are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Cioalkyl, Ci^alkyl substituted 
optionally with OH, OCi.3alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF3, OCi^alkyl, or Cioalkyl, or substituted on nitrogen 
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with Cj^alkoxy or phenyl which can be unsubstituted or substituted optionally with 

halogen, CF3, OC|. 3 alkyl, or Ci^alkyl; 
R 9 is phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or substituted 

with d-4alkyl, halogen, OCj^alkyl; 
R 10 is CMalkyl, or R 10 can be joined to R 9 to form a fused bicyclic ring system such as 

indoline; 

n is 2 to 4 

and any pharmaceutically acceptable salts and solvates in a pharmaceutically acceptable 
carrier. 

46. A composition comprising a pharmaceutically effective amount of a compound 
of the formula: 



R 3 & R 4 are independently H, Ci. 3 alkyl, or Ci. 3 alkyl substituted optionally with OH or 
OCi. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 



heterocyclic ring of 5 to 8 atoms which may include a second heteroatom selected 
from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, piperazine, morpholine 
or thiomorpholine which can be unsubstituted or substituted on carbon with one or 
more substituents optionally selected from Ci^alkyl, Ci^alkyl substituted 
optionally with OH, OC|.3alkyl, phenyl which can be unsubstituted or substituted 
optionally with halogen, CF3, OCi- 3 alkyl, or Ci^alkyl, or substituted on nitrogen 
with Ci^alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OCi. 3 alkyl, or Ci_ 3 alkyl; 



R is Ci^alkyl, phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or 
substituted with Ci^alkyl, halogen, OCi^alkyl; 




S— R 



12 



J 



(CR3R4)— N 
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R 12 is C^alkyl or a fused bicyclic heteroaromatic ring such as thieno[3,2-e]-l,2-thiazine, or 
1 ,2-benzothiazine, or R 12 can be joined to R !1 to form a fused bicyclic ring system 
such as 2,3-dihydro-benzo[c]isoxazole; 

n is 2 to 4 

and any pharmaceutically acceptable salts and solvates in a pharmaceutically acceptable 
carrier. 

47. The Compound of Claim 1 selected from the group consisting of: 
6-Chloro-2-[4-[4K2^-benzinHdazo-2-oxo- 1 -yl)piperidin- 1 -yl]butyl]-2//-thieno[3,2-e]- 1 ,2- 
thiazine 1,1 -dioxide; \^ 

6-Chloro-2-[4-(4-phenylpiperazin- Pyl)butyl]-2//-thieno[3,2-e]- 1 ,2-thiazine 1 , 1 -dioxide; 
6-Chloro-2-[4-[4-(2-fluorophenyl)pipe^rin- 1 -yl]butyl]-2//-thieno[3,2-e]- 1 ,2-thiazine 1,1- 
dioxide; \ 

6-CWoro-2-[3-[4-(3-trifluoromethylphenyl)pif^razin- 1 -yl]propyl]-2//-thieno[3,2-e]-l ,2- 
thiazine 1,1 -dioxide; \ 
6-CMoro-2-[3-[4-(2//-benzimi 

thiazine 1,1 -dioxide. \ 

48. The Compound of Claim 3 selected from the group consisting of: 
3-[4-(3-Chlorophenyl)piperazin-l-yl]propylsulfonyl-2,3-dihydro-l//-indole; 
3-(l,2,3,4-Tet^ydroisoquinolin-2-yl)propylsulfonyl-2,3-dihydro-l//-indole; 
3-[4-(3-Trifluoromethylphenyl)piperazin-l-yl]p^ 

3-[4-(2-Methoxyphenyl)piperazin- 1 -yl]propylsulfonyl-2,3-dihydro- 1 //-indole; 
S-O^^^Tetrahydroisoquinolin^-yO-W-m 

49. The Compound of Claim 4 selected from the group consisting of: 
7y.[3-[4-(3-Chlorophenyl)piperazin-l-yl]propyl]-^ 

^.[3.(l ) 2,3,4-Tetrahydroisoquinolin-2-yl)propyl]-A L (4-methoxyphenyl)-propanesulfo 
#.[3-[4-(3-Chlorophenyl)piperazin- 1 -yl]pro 

A^[3-[4-(2-Methoxyphenyl)piperazin- 1 -yl]propyl]-A r -(4-methoxyphenyl)- 
propanesulfonamide; 

Ar.[3-[4-(2-Chlorophenyl)piperazin-l-yl]propyI]^ 
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